WO 00/06152 



PCT/US99/17179 



1/28 




-♦- 200P 
-»- 200PH/1:10 
200PH/1:5 
200PH/1:2 
200PH/1:1 
200PH/1:0.5 



EtOH cone (%) 



FIG. 1 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/1717* 



2/28 



3.0 



2.5 - 




Ptx-HSA molar ratio 



FIG. 2 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



3/28 




200P 

200PH/1:1 
200PH/1:2 



15 20 
EtOH cone (%) 

FIG. 3A 



25 




100P 

100PH/1:1 
100PH/1:2 



10 15 20 
EtOH cone (%) 

FIG. 3B 



25 



SUBSTITUTE SHEET (RULE 26) 



WO 00/061 52 PCT/US99/1 7 1 79 



4/28 




50P 

50PH/1:1 
50PH/1:2 



0 5 10 15 20 25 
EtOH cone (%) 



FIG. 3C 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



5/28 



0.8 n 



O 
O 
«0 


0.6- 


Q 






0.4- 


JQ 

k. 






0.2- 



0.0 



3.0 4.0 

FIG. 4A 



A/T x 200 
A/T x 300 
A/T x 400 




— i 1 1 1 

5.0 6.0 7.0 8.0 



pH 



0.8 



o 0.6 

O 
CO 

o 

£ 0.4 
2 

£ 0.2 M 



A/T x 200 
A/T x 300 
A/T x 400 




0.0 H 1 1 1 ' ' 

3.0 4.0 5.0 6.0 7.0 8.0 



FIG. 4B 



PH 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



O 

o 



O 
O 



2 

-Q 



0.8-j 



0.6 - 



0.4- 



3 0.2- 



0.0 



FIG. 4C 



6/28 



1 1 — 

2.0 3.0 4.0 



A/T x 200 
A/T x 300 
A/T x 400 




— i 1 1 1 

5.0 6.0 7.0 8.0 

PH 



O 

o 
<0 

Q 

O 



2 



0.8-1 



0.6 - 



0.4- 



£ 0.2- 



0.0 



FIG. 4D 



A/T x 200 
A/T x 300 
A/T x 400 




i 1 1 1 1 

3.0 4.0 5.0 6.0 7.0 8.0 



pH 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 PCT/US99/17179 



7/28 



0.5 



0.4 



§ 0.3 H 

to 

5 0.2 -\ 



0.1 - 



mm 



t 



200/3.3-WFI I 
200/3.3-WFI+man 

200/3.3-WFI+suc 

200/3.3-WFI+gly 



» mm 



ill 



□ 0.5h 
0 17h 



I 200/7.2-WFI+gly 
200/7.2-WFI+suc 
200/7.2-WFI+man 
200/7.2-WFI 



FIG. 5A 



0.5 
0.4 
g 0.3 - 



D 



0.2 



0.1 



50/3.3-WFI I 
50/3.3-WFI+man 

50/3.3-WFI+suc 

50/3.3-WFI+gly 



" | | ± 



S0.5h 
m 17h 



50/7.2-WFI+gly 
50/7.2-WFI+suc 
50/7.2-WFI+man 
50/7.2-WFI 



FIG. 5B 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



8/28 



PCT/US99/17179 




FIG. 6 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179- 



9/28 




pH 3.6-5% 
pH 6.6-5% 



100 200 300 400 500 
Ptx (Mg/mL) 

FIG. 7A 



0.5 



Cft 
CO 

a> 

S 0.4 S 

| § 0.3- 
a 

§S< 0.2- 



o 



0.1 -I 
0 




pH 3.1-5% 
pH 3.6-5% 
pH 4.7-5% 



100 200 300 400 
Ptx (/xg/mL) 



500 



FIG. 7B 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179- 



10/28 



O 

o 




1 2 3 

Saline strength (X) 



Undefatted- 
pH 6.8, 1h 

Undefatted- 
pH 3.3, 1h 

Defatted- 
pH 3.5, 1h 



FIG. 8A 




1 2 3 

Saline strength (X) 



Undefatted- 
pH 6.8, 24h 

Undefatted- 
pH 3.3, 24h 

Defatted- 
pH 3.5, 24h 



FIG. 8B 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



1 1/28 



2 


120-j 


> 


1 UU 


O 
O 


80- 


£ 




CL. 


60- 


luble 


40- 


o 

CO 


20- 


75 




"o 
i— 


0- 



c 
c 




A: day 0 

B: day 0 

C: day 0 

D: day 0 



— r~ 

5 



— i — 
15 



0 5 10 15 20 25 
Ethanol concentration (%) 

FIG. 9A 




A: day 0 
B: day 0 
C: day 0 
D: day 0 



0 5 10 15 20 25 
Ethanol concentration (%) 

FIG. 9B 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



12/28 



2 


120 -j 


>very 


1 00 


o 


80 - 


2 




X 

oZ 


60 - 


luble 


40- 


o 

V) 


20- 


15 




o 


0-- 



JO 

c 

jQ 
X 

3l 




A: day 1 

B: day 1 

C: day 1 

D: day 1 



0 5 10 15 20 
Ethanol concentration (%) 

FIG. 9C 




A: day 1 

B: day 1 

C: day 1 

D: day 1 



0 5 10 15 20 
Ethanol concentration (%) 

FIG. 9D 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT7US99/17179 



13/28 



as 

x 
a! 

_£ 

-Q 
JJ 

O 

in 



140 
120 
100 
80 
60 
40 
20 
0 



—l— 

3 



B-recovery, day 0 
D-recovery, day 0 




— i — 
4 



— I — 

5 



FIG. 10A 



6 7 
pH 



8 



10 



x 

9 

-Q 
3 

O 

CO 



140 i 
120 
100 
80- 
_ 60- 
40 
20 -I 
0 



FIG. 10B 



6 7 
pH 



B-binding, day 0 
D-bindlng, day 0 




8 9 10 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



14/28 



o 
in 



140 i 
120 
100 

80 

60 - 

40 - 

20 
0 




B— recovery, day 1 
D— recovery, day 1 



—i 1 — 

3 4 



FIG. 10C 



pH 



8 



— r— 

9 



10 



X 

-O 
3 

O 

in 



140-i 
120 - 
100 - 
80 
60- 
40 
20- 
0 



B-binding, day 1 
D-binding, day 1 




FIG. 10D 



6 7 
PH 



8 



10 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



15/28 




FIG. 10E 




FIG. 10F 

SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



16/28 



> 
o 
o 
© 

Q- 

jo 

XI 

o 
to 

]5 



140 -i 
120 - 
100 - 
80 - 
60 - 
40 - 
20- 
0- 




A 
B 

C 

Ad 
Bd 



1 » ! \ 

0 12 3 4 
Molar excess HSA 

FIG. 11A 



5? 

o> 
c 

T3 
C 

CD 

X 
Dl 



140 -i 
120 - 
100 - 
80 - 
60- 
40- 
20 
0 




A 
B 

C 

Ad 
Bd 



2 



"7— 

3 



-i 
4 



0 1 

Molar excess HSA 

FIG. 11B 



> 
o 
o 
© 



X 

a. 

JO 
3 

O 
v> 

o 
"o 



140 
120 
100 
80 
60 
40 
20 
0 




A 

B 

C 

Ad 

Bd 



2 



4 



0 1 

Molar excess HSA 

FIG. 11C 



O) 

c 

C 

as 

x 
Ql 



140 

120 - ! 

100 
80 - 
60 - 
40 - 
20- 
0 




A 
B 

C 

Ad 
Bd 



0 12 3 4 
Molar excess HSA 

FIG. 11D 



-r - 
3 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



17/28 



> 
O 
O 
0 



_x 
_© 

JQ 

O 
V) 

~o 



140 - 
120 - 
100 - 
80- 
60 - 
40 - 
20 - 
0- 




A 
B 

C 

Ad 
Bd 



-1 

2 



0 1 
Molar excess HSA 

FIG. HE 





140 - 




120 - 






100 - 


c 


80 - 


"O 

JO 


60 - 


JD 


40 - 


X 


20- 




0- 



-o- 




A 

B 

C 

Ad 

Bd 




—i 
2 



0 1 
Molar excess HSA 

FIG. 11F 




A 
B 

C 

Ad 
Bd 



140 - 
3-120- 
w 100 - 



o 

"o 



c 

•a 
c 



X 
Cl. 



0 1 2 
Molar excess HSA 

FIG. 11G 



80 -| 
60 
40 - 
20- 
0 



A 
B 

C 

Ad 
Bd 




1 



Molar excess HSA 

FIG. 11H 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



18/28 



o 
o 
to 

Q 

O 



3 



0.04 H $ 



□ 1:1 HSA-D + additives + 
1:1 HSA-D + additives 

□ 1:1 HSA-D + Ptx 
1:1 HSA-D 




Ptx 



0.6% 0.4% 0.2% 0.0% 
Salt cone (%) 

FIG. 12A 



0.20 i 

^ 0.16 - 

o 
o 
«o 

o 0.12 H 
>. 

2~ 0.08 n 

V. 

3 

0.04 -» 
0.00 



Q 1:2 HSA-D + additives + 
0 1:2 HSA-D + additives 
□ 1:2 HSA-D + Ptx 
m 1:2 HSA-D 



Ptx 





0.6% 0.4% 0.2% 0.0% 
Salt cone (%) 

FIG. 12B 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17I79 



19/28 



O 
O 
co 

Q 

O 

JQ 



0.20 
0.16 
0.12 
0.08 - 
0.04 - 
0.00 



□ 1:1 HSA-D + additives + Ptx 
B 1:1 HSA-D + additives 

□ 1:1 HSA-D + Ptx 
1 1:1 HSA-D 




L 



> / X / 



-i r 

0.6% 0.4% 




0.2% 0.0% 



Salt cone (%) 

FIG. 12C 



0.20 -i 

^ 0.16- 

o 
o 
to 

o 0.12 H 



2 0.08 - 



0.04 H 
0.00 



□ 1:2 HSA-D + additives + Ptx 
0 1:2 HSA-D + additives 

□ 1:2 HSA-D + Ptx 
S 1:2 HSA-D 



m 






i ~ — 

0.6% 0.4% 




0.0% 



0.2% 
Salt cone (%) 

FIG. 12D 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



O 

o 

CO 

Q 
O 

>* 

-O 
w. 

3 




20/28 



□ 1:1 HSA-D + additives + Ptx 
1:1 HSA-D + additives 

□ 1:1 HSA-D + Ptx 
1 1:1 HSA-D 



0.6% 0.4X 0.2% 0.0% 
Salt cone (X) 

FIG. 12E 



o 
o 

«0 

Q 
O 



3 



0.20 -i 
0.16 - 
0.12 - 



¥ 0.08 - 



0.04 - 



0.00 



Q 1:2 HSA-D + additives + Ptx 

0 1:2 HSA-D + additives 

□ 1:2 HSA-D + Ptx 

m 1:2 HSA-D 




0.6% 0.4% 0.2% 0.0% 
Salt cone (%) 

FIG. 12F 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/1717* 



21/28 



□ B, 3mL DD, 3mL 
0B, 6mL SD, 6mL 



0B, 3mL DD, 3mL 
mB, 6mL ^D, 6mL 




200 300 400 600 
Ptx cone. (/ig/mL) 

FIG. 13A 



X 140-1 
^120- 




200 ' 300 ' 400 ' 600 ' 
Ptx cone. (/txg/mL) 

FIG. 13B 



QB, 3mL DD, 3mL 
6mL SD, 6mL 



x 

£^140-1 
5?120- 
100- 



J2 

JQ 



O 
V) 



9 

> 
O 
_ O 
O 9 

~o 



80- 
60_ 
40 
20 
0 



B 




200 300 400 



Ptx cone. ( /Lt g/mL) 

FIG. 13C 



QB, 3mL DD, 3mL 
SB, 6mL ^D, 6mL 



X 140-1 
^120- 
? 100- 
£ 80- 



SI 




200 ' 300 ' 400 



Ptx cone. (/xg/mL) 

FIG. 13D 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17I79 



22/28 



E3B, 3mL DD, 3mL 
@B, 6mL ^D, 6mL 



x 
-♦— 

CL, 

.2 

XI 

o 

tn 

JO 
"5 



> 
o 
o 



140 i 
120 
100 

80 

60 

40 

20 
0 



m * 




200 300 400 
Ptx cone. (/xg/ml_) 

FIG. 13E 



E2B, 3mL DD, 3mL 
), 6mL SD, 6mL 



^ 140-1 
w 120 - 
o> 100 - 
% 80 - 
c 60 - 
-Q 40 
20 
0 




200 300 400 



Ptx cone. (/xg/mL) 

FIG. 13F 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



23/28 



a> 
> 
o 
o 
a> 

X 



2 
o 

CO 

15 
o 



140 j 

120- 
100- 

80- 

60- 

40- 

20- 
O-U 



i 



♦ 



t 



Uncentrifuged 

Centrifuged 



□ Nylon 1 

□ Nylon 2 
0SFCA 1 



I Filtration 3 
Filtration 2 



Filtration 1 



FIG. 14A 




Uncentrifuged | 

Centrifuged 



□ Nylon 1 

□ Nylon 2 
ESFCA 1 



| Filtration 3 
Filtration 2 



Filtration 1 



FIG. 14B 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



24/28 



PCT/US99/17179 



□ SFCA 1, pH 7.0 ESFCA 2, pH 7.0 

□ SFCA 1, pH 3.5 □ SFCA 2, pH 3.5 




$1 



I 



Uncentrifuged j 

Centrifuged 




Si 



Filtration 4 
Filtration 3 



Filtration 2 
Filtration 1 



FIG. 14C 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



25/28 



1 2 


3 


4 


A 

5 6 


7 


8 


9 


10 



207 ***** 
121 w*. 
81 * 




Figure 1 5a-a 









B 








1 2 


3 


4 


5 6 


7 


8 


9 10 




Figure 15a-b 



SUBSTITUTE SHEET (RULE 26) 



. WO 00/06152 



PCTAJS99/17179 



26/28 











C 










1 


2 


3 


4 


5 6 


7 


8 


9 


10 



207 to** 




Figure 15a-c 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCTAJS99/J7179 



27/28 




Figure 15b 



SUBSTITUTE SHEET (RULE 26) 



WO 00/06152 



PCT/US99/17179 



28/28 



1 2345 678 9 10 

203 ^ 
116 , 
83 



48.7. 
33.4 

28.2 **** 

20.7 

7 6 



J 



Figure 16 



SUBSTITUTE SHEET (RULE 26) 



